BEST AVAILABLE COPY 



/ 




1. 

least a tis 
endothelial cells. 

2. A gene delivery vehru^ — 
least a tissue tropism for live^cells 

3, A vehicle accor&4l$L to claimvj. 
has been deprived of a^jp^fcst a tissui 
cells. 

A vehicle according to anyone 



been provided with at 



for smooth muscle cells and/or 



been deprived of at 

i . 

wherein said vehicle 
tropism for liver 



f the claims. 1-1, 
10 wherein said tissue tropism is being provided by a virus 



capsi 
5, 



vehicle according to cljlm_4 



wherein! said capsid 



at least two different 



wherein at least one 



comprises\protein fragments from 
viruses . \ y,;ggjg 

6 . A vehicle according to cla im 
of said virusesNis an adenovi^u^ .; 

7. A vehicle according to -claim, JijcOr, claim 6, wherein at 
least one of said viruses is an adenovirus of subgroup B. 

8. A vehicle according to ^ai-iy,qne, Cl 6f , the claims , <5- 7 , ; 
wherein at least one of t^id protein] fragments comprises a 
tissue tropism determining i^agment; of .a, fiber protein: 
derived from a subgroup B adenovirus ,, e 

9. A vehicle according to anyone of the cl^im 7 or claim 
jj^ wherein said subgroup B adenov.£rus r is i adenovirus 16. - 

10. A vehicle according to J £3j|ji|^ protein 
fragments not derived from an adenovirus of subgroup B are 
derived from an adenovirus of sufcjgaqoup cWpref erably of, 
adenovirus 5. . ? C m U.t li- - i \ ;;.'>;:. 

11. A vehicle according to anyone of the c laims T 1^10 
comprising a nucleic acid derive^ frodi an f , adenovirus. ... 

12. A vehicle according to .anyone bf the cj^ajjuk 1-11 , 
comprising a nucleic acid deri^ed^ ^rom^at,,least, twos^llf ferent 
adenoviruses , 



..>: In f = 



A vehicle according to; cl aim 1 1 or cl aim. 12, wherein 
lone sequence encoding a 



said nucleic acid comprises at least 

t a t 



issue tropism 
adenovirus fiber 

the claims _lfi-13 , 

is modified such that 



fibeir protein comprising at least 
determining fragment of a subgroupt B* 
proteinX preferably of adenovirus 16 j 

14 . A vehicle according anyone of 
wherein said, adenovirus nucleic acid j 
the capacity a^f said adenovirus nucleic acid to replicate in 
a target cell nas been reduced or disabled. 

15. A vehicle^according to • anyone ! of the clai ms 11-14, 
wherein said adenovirus nucleic acid is modif ied jjsuch'vTRat 
the capacity of a host immune system to mount an immune 
response against adenovirus proteins encoded by said 
adenovirus nucleic acick has been reduced or disabled. 

16. A vehicle according to afiyoiie of the c laims 1-15, 
comprising a minimal adenovirus ^-yjecjrq^ or an,Ad/AAV chlmaeric 

vector. \ M: ljeasit bus t;*w>-\v-'» :-d .od 

17. A vehicle according t\ f an^or^e Af , 5 the i cl aims, ! _l -16 f 
further comprising at least o^ c np^n^den^ acid. 

18. A vehicle according to : c\ aim ,:1 7 wherein, at least one 
of said non- adenovirus nucleiCr C a^dst |s , ; a gene, selected from 
the group of genes encoding:, an apialipoprotein, a nitric 
oxide synthase, a herpes simpl^x t yi^s : . thymidine kinase, an 
interleukin-3, an interleukin 7; la,v an, ,^anti) angiogenesis 
protein such as angiostatin, an .ant^-prol iteration protein, a 
smooth muscle cell ant i -migration,. prpteiV a vascular 
endothelial growth factor (VGEE^ia^^b^sic)^ ibroblast , growth 
factor, a hypoxia inducible factor^^.a f (HlF-\a) or a PAl-l, 

19. A cell for the production, of .a^yector ^according to 
anyone of the cl aims 1-18, comprising ; means f os; the assembly 
of said vectors wherein said meai>Sr C in/j:ludes a means for the 
production of an adenovirus fiber protein, whereih said fiber 
protein comprises at least a tiSiSjue^t^opism det ermining 
fragment of a subgroup B adeno^irAis^ ^bjy^ pjagfee^^ . \ : 

20. A cell accordingtc^c^ ajfir^^ said cerl; is or 
is derived f roma^BRrf^ecell ; (E 4 CACp. 4 e P os it number ; \ 
960229401^^" auolli < ■ 
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nucleic' acid to smooth 



a tissue 



21. The use 
J^IS as a pharmaceutical 
zJ^^The use of claim 21 
cardiovascular di sej 

23. The use o|>eft^m 21 fo 
treatable by- 
muscle cells and/or endothelia 

24. An adenovirus capsid with 

tropiB\for smooth muscle cells and/or endothelial cells 
wherein Said capsid preferably comprises proteins from at 
least two different adenoviruses and wherein at least; a 
.tissue tropismSdetermining fragment of a fiber protein is 
derived from a stibaroup 0 aden* 
adenovirus 16 

25. An adenovirus capsid h 
tropism for liver cells Nwhere; 
comprises proteins from ak le' 
and wherein at, least a tissi 
a fiber protein is derived fr< 
preferably of adenovirus is 

26. The use of an adenoviruj^aWi L 4 according .tx?i claim 24 
and/or claimjs, for the deliy^ery,^f|iiucleic acid to smooth 
muscle cells and/or endothelia_^ h ce^r^\,.,, , , T - i h ^ , . o 

27 ■ The^os ^f &n adenovirus capsyid according .to claim 26 
in a medicament 'f</r^th«^reatment MT o.f.,ia disease. * 
28. Constructp^r/Ad L: JamEaEi b ; i comprisin g a d en o virus 5 - 
eeq\iejaGe^2l562^2l09^ and 3279 L 4 ri 35938w: .. ■ 




ises 

^determining fragment of 
subgroup B adenovirus, 

f |Sc » 'IT " { < 



2% Construct pBr/AdBamRf ibl 
sequences 21562-31094 and 3279^, 
adenovirus 16 gene encoding f 
3 0 . Construct pBr/AdBamR . p, 
5 sequences 21562^S1094 and 3 
an adenovirus 16 gene 
comprising a unique Pacl-s 



^adenovirus 



ncoding 




*3if 

111! I W!! 

ting 

f-ibq^jiprotein,- and further 
ve ^h^th^p^oximity , of the 



adenovirus 5 right terminal repeat, in the non- adenovirus 
sequence backbone of said constru^. 



:ells. 
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31. Construct pWE/Ad.Af lIIrlTRf ib!6 > comprising adenovirus 
5 sequences 3534^344)94 and} 327 94 -35 93,8, further comprising an 
adenovirus IS gene encbd^ng fiber pro:ein. 

32. Construct pWE/Ad.Afl^Sr^ITRD^Af ibl6, comprising 



t2&333-3l094 and 32794- 
is 16 gene encoding 



adenovirus 5 sequences 3534-22443- 
35938, further comprising an adehova? 
fiber protein. 

33. ^xThe u9e of a construct according to anyone of the 
<j24adms_J2j£^ for the generation of a vehicle according to 

anyone of r)x> n iaimg i-ie or an adenovirus capsid according 
to claim 24 or csl^aim : 

34 . The productran/pt a vehicle according to anyone of the 
claims 1-18 or a adeijipurus capsid according to c^ainQ^24 or 



claim 25. 

35. The use of a vehicle according to anyone of the claims 
1-18 for the generation a gene^Mbjarv, . , P , . 

36. The use of a f iber - protrein^l adenovirals 16, rt for the 
delivery of nucleic acid to smooth D m\^le cells and/or 
endothelial cells. c:i ! riDB2A:: • • r . 

37. . The use of asfiber proton, o| ^adenovirus ~l,6j in ;;an 
adenovirus capsid for {^rivii^gi^fL^^^apsid, of , a.,t.issue i ; 
tropism for liver cells. 
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